1. Introduction {#sec1}
===============

Perianal Paget\'s disease (PPD) is a rare malignancy and less than 200 cases have been reported in literature. Extramammary Paget\'s disease (EMPD) is an uncommon entity. It frequently affects most women and Caucasian people in general, with a peak of incidence between 50 and 80 years old [@bib1]. EMPD occurs in an apocrine gland distribution. The most commonly affected sites are the vulva, perineum, perianal region, scrotum, penis, or pubic area [@bib2]. There is also a familiar EMPD (seven cases), although, genetic bases are still unknown [@bib3]. Paget\'s disease, because of its associations with different synchronous or metachronous malignancies, is considered as a complex disorder due to pathological processes different in clinical and histological features. The prognosis of simple PPD is relatively favorable, both overall and disease-free survival are approximately 60% at 5-year [@bib4]. However, one subtype of this malignancy, PPD with synchronous or metachronous carcinoma of the anorectum, has a poor prognosis, based on limited reports on this entity [@bib4], [@bib5]. The natural course of the disease and its optional management is still unknown.

2. Clinical case {#sec2}
================

After a dermatologic evaluation for anal itch, a 61 years old woman underwent a skin biopsy whose subsequent histological exam deposed for Paget disease in perianal region [Fig 1](#fig1){ref-type="fig"}. After that biopsy, the patient has been controlled for several months by the plastic surgeons without any improvement, and one year later, she performed a colonoscopy with evidence of left colonic diverticulitis and a perianal mass. Primarily she refused any surgical treatment proposed. During the same time she underwent a pelvic Magnetic Resonance which described inhomogeneous tissue with high enhancement and a depth of 3.8 cm and a length of 8 cm on the right side of the anus which involved skin, derma and gluteus. During the following year, because of the bleeding and the increase of the mass, she decided to be submitted to surgery. A complete excision of the tumor was performed associated to the resection of the skin of the anus, inguinal lymphadenectomy and left colostomy. The subsequent specimen was positive for lymph node metastasis, with infiltration of the internal sphincter and the histological pattern was a mildly differentiated adenocarcinoma with focal aspect of Paget. The resection margins were positive for tumor. She performed a TB CT scan that didn\'t show any evidence of metastasis. After this histological result she was readmitted to the operating room to perform a VLS Miles resection end excision of the big lip of the vagina ([Fig. 2](#fig2){ref-type="fig"}) with a terminal left colostomy. The definitive histological exam was positive for metastasis in 3 perirectal lymph nodes and massive infiltration of the right big lip of the vagina. The patient was dismissed after 20 days. She started oncologic follow up with laboratory data and total body CT scan that showed liver and abdominal metastasis. A PET-CT scan showed different pathological backlog of the radiopharmaceutical at the liver (SUV max 6,4), and at the inguinal region (SUV max 3,4), ascribable to adenopathy. During the following 12 months, she was submitted to 6 cycles of Chemotherapy (CHT) according to the XELOX protocol and also she underwent an UltraSound scan of the right inferior leg that highlighted a total thrombosis of the right external iliac vein and of the femoral vein and for this reason she started therapy with low molecular weight heparin. After the first CHT step she started other 3 cycles with FOLFOX4-Bevacizumab. Unfortunately laboratory data showed a constant increase of CA 19,9, TPA and liver function tests. Last follow up was made at 24months after the surgery and the CT scan showed an increase of liver, lung and perianal metastasis. After one month the patient died because of hepatic failure.

3. Discussion {#sec3}
=============

Extramammary Paget disease (EMPD) is a rare cutaneous intraepithelial adenocarcinoma that originates from apocrine glands of the genital and perianal regions and may involve different areas such as vulva, penis and axilla. The most important prognostic factor is depth of invasion; in fact tumors with depth of \>1 mm are associated with poorer prognosis while spreading outside the skin into lymph nodes or other tissues are higher risk [@bib6]. When EMPD originates in the perianal region, is called perianal Paget disease (PPD). Usually all forms of EMPD are treated by surgical excision. Frequently PPD occurs later in life in high surgical risk patients. The true incidence of the disease is difficult to estimate due to its rarity, but it is known to represent less than 1% of all anal diseases and 6.5% of all cases of Paget\'s disease [@bib7]. Pathogenesis of PPD is controversial. Helwig and Graham [@bib8] consider perianal and vulvar Paget\'s disease as a manifestation of a multicentric effect of an un-known carcinogenic stimulus on apocrine structures, epidermis and glandular elements of the rectum and urethra. The first historical report of this clinical situation was first described by Sir James Paget in 1874 [@bib9], who referred about an intraepithelial carcinoma of the breast and suggested that this clinical pattern might also be found in other district. The first case of EMPD was described by Crocker in 1888, and perianal EMPD was first reported in 1893 by Darier and Coulillaud [@bib10]. Fewer than 200 cases of PPD have been reported in literature and the true incidence is difficult to estimate. PPD commonly occurs in women of the 5th decade [@bib11]. PPD and its incidence is higher in persons between 50 and 70 years of age, [@bib12]. Patients with EMPD in 24% have an associated adenocarcinoma, which has been associated with a worse prognosis, with mortality rates up to 46% [@bib13]. Usually patients with PPD came to our attention with non-specific symptoms such as bleeding, pruritus, eczema, pain at defecation. Clinical presentation of PPD is an erythematous plate with squamous areas which may sweet fluid. The size of the plate may rise from 1 cm to the entire perineal region. The margins of the lesion are usually erythematous with dermatitis. Always patients refer unsuccessful therapy with topical steroids. When local therapy is not useful for a certain time, PPD should be suspected and a biopsy of the lesion should be performed. Histologically, PPD is characterized by large vacuolated cells with mucin content, called Paget cells. They may also contain cytokeratin and carcinoembryonic antigen, which may be identified with immunofluorescence. CK7, CK19, and C-erb B2 are immunohistochemical markers for the diagnosis of EMPD [@bib14]. Most dermatology textbooks recommend surgical excision as the "gold standard." The recommended approaches are, for noninvasive lesions, extended surgical excision and for invasive disease or lesions associated with carcinoma, abdominoperineal excision or excision of rectum [@bib15]. Primary treatment with radiation therapy is seldom used but most consider wide surgical excision to be the treatment of choice. Elderly patients, who are often undesirable surgical candidates, may benefit from primary radiotherapy as an alternative. Typically, the side effects from perianal radiotherapy include acute dermatitis, moist desquamation, and mild-to-late skin atrophy, all of which are manageable with moisturizing creams. Perianal Paget disease is a rare condition and remains a therapeutic challenge for clinicians. No randomized trials have yet been performed comparing surgical excision and radiation therapy. The previous reports that included radiotherapy poorly described the technical details and outcome of treatment. Radiotherapy can be considered in selected cases an effective treatment modality and a suitable alternative to wide surgical excision [@bib16], but our patient refused any radiation treatment. Many authors described nonsurgical treatment first Kobayashi reported the effect of intralesional interferon [@bib17]. Cohen reported the results of the topical imiquimod in 9 cases of EMPD, that have shown promising results in 8--16 weeks of therapy with lifelong follow-up [@bib18], [@bib19]. However, many authors recommended surgical treatment, including a wide local excision through abdominoperineal excision because it has a good prognosis [@bib16].

4. Conclusions {#sec4}
==============

Less than 200 cases of PPD have been reported in literature. EMPD occurs in an apocrine gland distribution. Wrong diagnosis and a superficial consideration of a benign evolution should be considered as the first mistake in clinical practice. According to the literature, in our case the best approach considered was a wide surgical excision with resection of the skin of the anus, inguinal lymphadenectomy and left colostomy as first step, then, because of positive lymph nodes and invasion of internal anal sphincter VLS Miles was performed and oncological treatment. In perineal region PPD is quite often associated to anorectal carcinoma, therefore it needs to be better studied and more attention should be paid to its presentation.
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